where θ, the orientation angle, is the angle between the transition moment and the laboratory z axis. The subscripts T E and T M refer to transverse electric polarized and transverse magnetic polarized light, respectively. T E polarized light is oriented in the y direction and only absorbers with a transition moment component in the y direction will absorb it, whereas T M polarized light is oriented in the x and z directions, thus only absorbers with transition moment components lying in the x or z direction will be able to absorb this light. The ratio of the absorbance of T E to T M polarized light, the dichroic ratio, can be used to determine the orientation of the absorber 4 . The following equation relates the dichroic ratio to the orientation angle, using Equations 6 and 7:
where ρ is the dichroic ratio and θ is the angle between the transition moment vector and the laboratory z-axis. Since CYP3A4 is a heme protein, it is possible to use the heme as the absorber and monitor the orientation of the protein in the lipid bilayer.
The heme moiety has a strong absorption at the Soret band, with CYP3A4 having a molar absorptivity on the order of 106 M -1 cm -1 .
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A-a n c h o r F ' / G' h e l i c e s Figure S1 : Number of contacts between CYP3A4 and the membrane in its membrane-bound form. Average number of contacts (within 5Å) between the heavy atoms of CYP3A4 and those of lipids and DCLE molecules. The average was taken over the last 20 ns of the simulations and over the 5 HMMM membrane binding simulations. After insertion, the residues located in A-anchor and in helices F' and G' form the majority of hydrophobic contacts with the lipid tails and the DCLE molecules. 
